. Notably, however, the precise mechanisms of action of SCS have remained elusively multifactorial (7) (8) (9) (10) . In addition to altering nociception of pain through a direct effect on local neurotransmitters (11, 12) , there is evidence that SCS induces systemic sympatholysis (13) and reduction in sinus discharge rate mediated through enhanced vagal tone (14) . Enthusiasm for SCS has escalated in recent years, largely driven by data from canine models of ischemic heart failure in which SCS significantly reduced ventricular arrhythmic burden (15, 16) and also improved left ventricular (LV) contractile function (16) . Similar results were also reproduced in porcine ischemia-reperfusion models (17) (18) (19) , with evidence of significant cardiac sympathetic nerve sprouting and reinnervation, indicative of distinct cellular remodeling with SCS after myocardial infarction (19) . 
demonstrated improved New York Heart Association (NYHA) functional class at 6 months, better selfreported quality of life, improved peak oxygen consumption, greater LV ejection fraction (LVEF) (25% AE 6% vs. 37% AE 8%), and reduced LV end-systolic volume (LVESV) (174 AE 57 ml vs. 137 AE 37 ml).
In this issue of JACC: Heart Failure, Zipes et al. (22) report the results of the long-awaited DEFEAT-HF Implantation was successful in all 66 patients who were randomized. System-or procedure-related complications were observed in 16.7%; lead dislodgment, fracture, device hematoma, and implantrelated HF decompensation were the most common events and could be managed periprocedurally.
In contrast to the SCS Heart study, the primary endpoint of change in LVESVi was not significantly improved by SCS therapy in the DEFEAT-HF trial. level. Of note, previous work has shown that SCS delivered at the T4 level demonstrates a greater antiarrhythmic effect (16) , whereas that at the T1 level is associated with a heightened vagal tone (14) .
Beyond differences in the study design and anatomic site of stimulation, the duty cycles of the devices in the 2 trials were also notably distinct. Stimulators in the SCS Heart study were programmed to deliver continuous jsingh@mgh.harvard.edu.
